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The following is an informational summary of a newly-approved drug. The complete product
label should be reviewed prior to prescribing or dispensing Isotodax for any individual patient.

The National Cancer Institute defines cutaneous lymphoma as “any of a group of T-cell non-
Hodgkin lymphomas that begins in the skin as an itchy, red rash that can thicken or form a
tumor”. The most common types are mycosis fungoides and Sézary syndrome. In mycosis
fungoides, T-cell lymphocytes become cancerous and affect the skin. In the Sézary syndrome,
an advanced form of mycosis fungoides, cancerous T-cell lymphocytes affect the skin and the
peripheral blood.

Mycosis fungoides and the Sézary syndrome may move through the following phases:

- Premycotic phase: A scaly, red rash in areas of the body that usually are not exposed
to the sun. This rash does not cause symptoms and may last for months or years. It is
hard to diagnose the rash as mycosis fungoides during this phase.

Patch phase: Thin, reddened, eczema-like rash.

Plague phase: Thickened, red patches or reddened skin.

Tumor phase: Tumors form on the skin. These tumors may develop ulcers and the
skin may get infected.

In the Sézary syndrome, skin all over the body is reddened, itchy, peeling, and painful. There
may also be patches, plaques, or tumors on the skin. Cancerous T-cells are found in the
blood. Mycosis fungoides does not always progress to the Sézary syndrome.

Mycosis fungoides and the Sézary syndrome are difficult to cure. Treatment goals have
primarily been palliative, to relieve symptoms and improve the quality of life. Patients can live
many years with this disease. Standard treatments have included photodynamic therapy,
radiation, chemotherapy, topical corticosteroids or retinoids, biologic therapy (interferon alfa or
denileukin difitox), and targeted therapy such as monoclonal antibodies. Other treatments
under study include ultraviolet B radiation therapy and stem cell transplant.

Istodax (romidepsin) was approved by the FDA in early November 2009 and should be
commercially available in the first quarter of 2010. This new entity is approved for patients with
cutaneous T-cell lymphoma (CTCL) in patients who have already received at least one
systemic therapy.

Istodax is a histone deacetylase (HDAC) inhibitor. HDACs normally catalyze the removal of
acetyl groups from acetylated lysine residues in histones*, resulting in the modulation of gene
expression. HDACs also deacetylate non-histone proteins, such as transcription factors. In
vitro, romidepsin causes the accumulation of acetylated histones, and induces cell cycle arrest
and apoptosis of some cancer cell lines with IC50 values in the nanomolar range. The
mechanism of the antineoplastic effect of romidepsin has not been fully characterized.

*The chief proteins of chromatin that act as spools around which DNA winds; histones play a role in gene
regulation.
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Dosing and Administration
The normal dose is 14 mg/m? administered intravenously over 4 hours on days 1, 8 and 15 of a 28-day
cycle. This cycle may be repeated every 28 days if tolerated, and if the patient continues to benefit from
treatment.
If adverse reactions occur, the treatment should be interrupted; a dose reduction to 10 mg/m2 may also
be appropriate for some patients.

Warnings / Precautions
- Due to the risk of QT prolongation, ensure that potassium and magnesium are within the normal range

before administering Istodax.
Treatment with Istodax has been associated with thrombocytopenia, leukopenia (neutropenia and
lymphopenia), and anemia; therefore, monitor these hematological parameters during treatment and
modify the dose as necessary
Electrocardiographic (ECG) changes have been observed. Consider cardiovascular monitoring
precautions in patients with congenital long QT syndrome, a history of significant cardiovascular
disease, and patients taking medicinal products that lead to significant QT prolongation.
Fetal harm is possible if Istodax is administered to a pregnant woman.
Istodax binds to estrogen receptors. Advise women of childbearing potential that Istodax may reduce the
effectiveness of estrogen-containing contraceptives.

Adverse Reactions

The most common adverse reactions in Study 1 were nausea, fatigue, infections, vomiting, and anorexia. In
Study 2 the most commonly reported adverse effects were nausea, fatigue, anemia, thrombocytopenia, ECG T-
wave changes, neutropenia, and lymphopenia.

Drug Interactions
Coumadin derivatives — monitor PT/INR if administered concurrently with Istodax.
Strong CYP3A4 inhibitors may increase concentrations of Istodax and should be avoided
Potent CYP3A4 inducers may decrease concentrations of Istodax and should be avoided.
QT prolongation — see Warnings/Precautions

As with all newly-approved drugs, clinicians should keep in mind that further information about adverse
reactions, drug interactions, and other clinical issues may become more evident as Istodax is used by a wider
patient population.

References: National Cancer Institute, Istodax product label

The Centers for Disease Control recently funded a study at the National Institute of Standards and Testing to
determine best practices for properly storing and monitoring the temperature of refrigerated vaccines. Most vaccines
must be kept between 2 — 8 degrees Celsius (36 — 46 °F) from the time they are manufactured until they are used. If
not stored properly, the effectiveness of the vaccine may be reduced. In addition, improperly stored vaccines are
expensive to replace. The following are some findings from the study that can help ensure the potency of vaccines:

Standard-sized refrigerators (the refrigerators in this test did not have a freezer section) are more effective at
maintaining proper temperatures than dorm-sized refrigerators. Expensive pharmaceutical-grade refrigerators
are not necessary for most medical clinics.

Leaving the vaccines in their original packaging helps to keep them at the proper temperature.

Vaccines should never be kept on the refrigerator door shelves because there is less insulation in the door and
unacceptable temperature shifts can occur.

Store vaccines away from the refrigerator walls, placing them toward the center of the refrigerator. Defrost
cycles can cause shifts in the temperature of the refrigerator walls.

Do not store vaccines in a crisper drawer, because those areas may drop below the acceptable temperature
range.

Water bottles stored on the refrigerator door can provide thermal ballast that helps minimize rising
temperatures inside the refrigerator during a power outage.

Reference: National Institute of Standards and Technology (NIST) (2010, January 28). Proper vaccine refrigeration vital to putting
disease on ice. ScienceDaily. Retrieved February 2, 2010, from http://www.sciencedaily.com/releases/2010/01/100126175828.htm.




